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Methods of detecting CD133 antigen (AC133) expression 
level and use as biomarker for human cancer diagnosis 
and therapy monitor 

Penning, Maarten Tjerk; Van den Broek, Sebastiaan 
Johannes Jacobus; Voest, Emile Eugene; Beerepoot, 
Laurens Victor; Mehra, Niven 

Primagen Holding B. V., Neth. ; UMC Utrecht Holding B. 
V. 

PCT Int. Appl., 55 pp. 
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KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2005083123 



20050302 



IT 



Al 20050909 WO 2005-NL155 
W: AE , AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ , CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI , 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SM, 
SY, TJ, TM, TN, TR, TT, TZ , UA, UG, US, UZ , VC, VN, YU, ZA, ZM, ZW 
RW: BW, GH, GM, KE, LS, MW, MZ , NA, SD, SL, SZ, TZ , UG, ZM, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 
RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG 

Al 20050907 EP 2004-75686 
AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK 

EP 2004-75686 
US 2004-549450P 

This invention provides methods of detecting CD133 antigen (AC133) 
expression level and use as a biomarker for human cancer diagnosis and 
therapy monitor. Blood anal, including number of circulating endothelial 
cells and expression levels of human genes AC133 (CD133), EST032 and U1A 
evaluated by NASBA anal . , were determined prior to and during 
chemotherapy using drugs such as angiostatin or PrimMedOl, 
gemcitabine, and cisplatin, for a wide range of human tumor 
types. A use of a nucleic acid mol . comprising at least part of a 
sequence of AC133 or an analog thereof for monitoring a treatment of an 
individual suffering from a disease is also provided, as well as a 
diagnostic kit comprising such nucleic acid mol. 
15663-27-1, Cisplatin 

RL: BUU (Biological use, unclassified); THU (Therapeutic use); BIOL 
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(Biological study) ; USES (Uses) 

(methods of detecting CD133 antigen (AC133) expression level and use as 
biomarker for human cancer diagnosis and therapy monitor) 
RN 15663-27-1 CAPLUS 

CN Platinum, diamminedichloro- , (SP-4-2) - (9CI) (CA INDEX NAME) 



NH3 
I 2+ 

-ci-pt — ci- 
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NH3 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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INFO 














DK 2004- 


264 






A 20040220 


AB The present 


invention relates to a 


novel pharmaceutical 


compns . 


comprising 



a combination of a compound, which binds to and inhibits the activity of 
tissue factor (TF) and a anti -cancer chemo therapeutic compound 
The invention also relates to their use in the prophylaxis or treatment of 
diseases or disorders related to TF dysfunction, including cancers, 
inflammation, atherosclerosis and ischemia. The TF antagonists bind TF 
with high affinity and specificity but do not initiate blood coagulation. 
In one embodiment of the present invention the TF antagonist is factor 
Vila (FVIIa) polypeptides chemical inactivated in the active site with 
chloromethyl ketone inhibitor. In another embodiment of the present 
invention the TF antagonist is an antibody against TF, particularly fully 
human antibody. In one embodiment of the present invention the TF 
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IT 



RN 
CN 



antagonist is a fully human antibody against TF, particularly antibody 
binding with an TF epitope. In a further embodiment of the invention the 
isolated human antibody binds to an TF epitope within the interface 
between TF and FVIa. 
51-21-8 , 5-Fluorouracil 

RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(combination composition comprising antagonist of tissue factor (TF) and 
anticancer compound for treating disorders related to TF dysfunction) 

51-21-8 CAPLUS 

2,4 (1H, 3H) -Pyrimidinedione, 5-fluoro- (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
AB The present invention is directed to novel derivs. of gambogic acid (I) 
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and analogs thereof. Thus, 2 - (Dimethylamino) ethyl gambogate (II) was 
prepared from I via esterif ication with ClCH2CH2NMe2 -HC1 in the 
presence of KI and Cs2C04 . The present invention also relates to the 
discovery that novel derivs . of gambogic acid are activators of caspases 
and inducers of apoptosis. Therefore, the activators of caspases and 
inducers of apoptosis of this invention can be used to induce cell death 
in a variety of clin. conditions in which uncontrolled growth and spread 
of abnormal cells occurs. The bioactivity of II was determined [caspase 
cascade activation EC50 = 676 nM vs. T-47D and EC50 = 1041 nM vs. DLD 
breast cancer cells; cell proliferation inhibition GI50 = 187 nM (vs. 
T-47D) , GI50 = 173 nM (vs. DLD), GI50 = 101 nM (vs. MX-1) , GI50 = 180 nM 
(vs. SW620), GI50 = 184 nM (vs. H1299) , GI50 = 440 nM (vs. HEK293T) , GI50 
= 192 nM (vs. HEK2 93H) ] . 
51-21-8, 5-Fluorouracil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(combination chemotherapy co-agent; preparation of derivs. of 
gambogic acid and analogs as activators of caspases and inducers of 
apoptosis) 

51-21-8 CAPLUS 

2,4 (1H,3H) -Pyrimidinedione, 5-fluoro- (9CI) (CA INDEX NAME) 
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EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 
SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 
SN, TD, TG 

PRIORITY APPLN. INFO.: US 2003-508859P P 20031007 

OTHER SOURCE(S): MARPAT 142:423817 

AB This invention is directed to potent inhibitors of protein tyrosine kinase 
such as quinoline/quinoxaline compds . alone or in synergistic combination 
with antiangiogenic or chemo therapeutic agents for the 
abrogation of mature vasculature within chemo therapeutic 

refractory tumors, pharmaceutical compns . comprising these compds., and to 
the use of these compds. for treating a patient suffering from or subject 
to disorders/conditions involving cell proliferation, and particularly 
treatment of brain cancer, ovarian cancer, pancreatic cancer prostate 
cancer, and human leukemias, such as chronic myelogenous leukemia, acute 
myelogenous leukemia or acute lymphoid leukemia. 
IT 51-21-8 , Fluorouracil 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(antivascular and antiprolif eration therapy using specific tyrosine 
kinase inhibitors such as quinoline/quinoxaline compds. in synergistic 
combination with antiangiogenic and chemo therapeutic agents) 
RN 51-21-8 CAPLUS 

CN 2,4 (1H,3H) -Pyrimidinedione, 5-fluoro- (9CI) (CA INDEX NAME) 




O 
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The invention provides combination treatments with IL-21, analogs and 
derivs. thereof for the treatment of cancer and viral infection. 
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AB Title compound I is prepared I and salts thereof is prepared in several steps 
from 3-f luoro-4 -nitrophenol , 4 -chloro-N-methylpyridine-2 -carboxamide and 
4-chloro-3- (trif luoromethyl ) phenylisocyanate . I inhibits PDGFR tyrosine 
kinase with IC50 = 83nM. I is useful for the treatment of, e.g., 
inflammation and as an antiproliferative agent. 
IT 51-21-8, 5-Fluorouracil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
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The present invention relates to methods for treating cancer comprising 
utilizing a combination of signal transduction inhibitors. More 
specifically, the present invention relates to combinations of so called 
cell cycle inhibitors with mitogen stimulated kinase signal transduction 
inhibitors, more specifically combinations of CDK inhibitors with mitogen 
stimulated kinase signal transduction inhibitors, more preferably MEK 
inhibitors. Other embodiments of the invention relate to addnl . 
combinations of the aforesaid combinations with standard anti-cancer agents 
such as cytotoxic agents, palliatives and antiangiogenics . Most 
specifically this invention relates to combinations of 

6-acetyl-8-cyclopentyl-5-methyl-2- (5-piperazin-l-yl-pyridin-2 -ylamino) -8H- 
pyrido [2 , 3-d] pyrimidin-7 -one including salt forms, which is a selective 
cyclin-dependent kinase 4 (CDK4) inhibitor, in combination with one or 
more MEK inhibitors, most preferably N- [ (R) -2 , 3 -dihydroxy-propoxy] -3 , 4 - 
difluoro-2- (2 -f luoro-4 -iodo-phenylamino) -benzamide . The aforementioned 
combinations are useful for treating inflammation and cell proliferative 
diseases such as cancer and restenosis. 
51-21-8, 5-FU 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(combinations of signal transduction inhibitors) 
51-21-8 CAPLUS 

2,4 (1H,3H) -Pyrimidinedione, 5-fluoro- (9CI) (CA INDEX NAME) 
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CORPORATE SOURCE: Dr. C.F. Grimm, Abteilung Innere Medizin II, Medizinische 



Prepared by: Mary Hale ©2-2507 Rem Bldg 1D86 



Page 12 



SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
ENTRY DATE: 



Universitatsklinik Freiburg, Hugstetter Strasse 55, 79106 
Freiburg, Germany. grimm@medl .ukl.uni-freiburg.de 
Deutsche Medizinische Wochenschrif t , (10 Jun 2005) Vol. 
130, NO. 23, pp. 1438-1442. 
Refs: 17 

ISSN: 0012-0472 CODEN: DMWOAX 
Germany 

Journal ; General Review 

016 Cancer 

03 0 Pharmacology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
German 

Entered STN: 20050707 

Last Updated on STN: 20050707 



DATA NOT AVAILABLE FOR THIS ACCESSION NUMBER 



L26 ANSWER 9 OF 73 

reserved on STN 
ACCESSION NUMBER: 
TITLE : 
AUTHOR : 

CORPORATE SOURCE: 



SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



EMBASE COPYRIGHT (c) 2005 Elsevier B.V. All rights 
2005258464 EMBASE 

What's new in the treatment of metastatic kidney cancer?. 
Mancuso A.; Sternberg C.N. 

C.N. Sternberg, Department of Medical Oncology, San Camillo 
and Forlanini Hospitals, Circonvallazione Gianicolense , 87, 
Rome, Italy. csternberg@scamillof orlanini . rm. it 
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STN: 20050707 
Last Updated on STN: 20050707 
AB It is important for us as urologists to keep up to date with new drugs 

being introduced for treating metastatic renal cancer, particularly in the 
era of the multidisciplinary team approach to cancer therapy. Authors 
from Rome cover this topic in this month's issue. In other mini reviews 
in this section, the topics of ejaculatory disorders and cryosurgery are 
described. Both are relevant to modern management of common urological 
disorders. Finally there is an historical contribution. There is no such 
section for these manuscripts, but occasionally subjects of interest are 
presented which are intended to be of general educational value to the 
reader. I believe that the paper on prisons presented in this issue to be 
such a case. 
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Current chemotherapy options for thymic 
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Papadopoulos K.P.; Thomas Jr. C.R. 

Dr. C.R. Thomas Jr., University of Texas Health Science 
Center, Division of Medical Oncology, Department of 
Medicine, San Antonio, TX 78229, United States. 
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pp. 1169-1177. 
Refs: 77 

ISSN: 1465-6566 CODEN: EOPHF7 
United Kingdom 
Journal; General Review 
016 Cancer 
025 Hematology 
030 Pharmacology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
English 
English 

Entered STN : 20050805 
Last Updated on STN: 20050805 
Thymomas and thymic carcinoma are rare neoplasms. Surgical resection is 
the cornerstone of effective therapy. Stage I disease is effectively 
treated by complete surgical resection. The role of radiation therapy in 
completely resected stage II disease remains controversial. Adjuvant 
radiation therapy is useful for local control and may improve survival in 
patients with incompletely resected tumours. Cisplatin-based 
chemotherapy regimens play an important role in the treatment of 
advanced stage III/IV or recurrent disease thymomas, but have proven less 
effective for thymic carcinoma. Phase II trials of multimodality therapy 
incorporating neoadjuvant chemotherapy, surgery and 

postoperative radiation therapy show promise for unresectable disease. 
This review discusses recent clinical data and the potential role for 
agents targeting the epidermal growth factor receptor, angiogenesis and 
apoptotic pathways. .COPYRGT. 2 005 Ashley Publications Ltd. 
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Expert Opinion on Biological Therapy, (2005) Vol. 5, No. 8, 
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For many years the annual meeting of the American Society of Clinical 
Oncology (ASCO) has been the premier meeting in clinical oncology, and one 
that is closely scrutinised by Wall Street and international investors 
because of the economic significance of cancer therapies to the 
pharmaceutical and biotechnology industries. The area of biologicals and 
targeted therapies exploded in the late 1990s after the blockbuster 
results with the monoclonal antibody rituximab in the treatment of 
lymphoma. Although historically a somewhat conservative organisation that 
is still closely tied to classical cytotoxic chemotherapy, ASCO 
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has been able to integrate various areas of biological therapy into its 
scope of clinical activity. Although ASCO still has 'American' in its 
title, it is really the 'International 1 Society of Clinical Oncology, as 
reflected by the attendance at this year's meeting by . apprx. 3 0,000, with 
approximately two-thirds attending from outside the US. There were 9708 
abstracts published in conjunction with the meeting, 86 of which are 
referenced in this review. There were 10 papers chosen for plenary 
presentations and many other key papers were presented at other oral 
abstract sessions and poster discussion session that were organised by 
tumour type. In addition to key papers submitted by specific tumour type, 
for this year's meeting there were 103 abstracts published in the session 
entitled 'Developmental Therapeutics: Immunotherapy', and 218 in the 
session entitled Developmental Therapeutics: Molecular Targets', for a 
total of 321 biological therapy abstracts compared with only 12 5 abstracts 
for the session entitled 'Developmental Therapeutics: Cytotoxic Therapy'. 
This meeting review is organised by biotherapy modality rather than tumour 
type. .COPYRGT. 2005 Ashley Publications Ltd. 
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AB This paper is an overview on the place of IFN-ct in metastatic renal 
cell carcinoma (MRCC) . After a presentation of MRCC and the mode of 
action of IFN-a, the results of studies including IFN-a alone 
or in combination with IL-2, chemotherapy and other biological 
modifiers are presented. Finally, new trends for new drugs, including 
antiangiogenic therapies, are discussed. .COPYRGT. 2005 Ashley 
Publications Ltd. 
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TITLE: Targeted therapies for esophageal cancer. 

AUTHOR: Tew W.P.; Kelsen D.P.; Ilson D.H. 

CORPORATE SOURCE: Dr. D.H. Ilson, Memorial Sloan-Kettering Cancer Center, 
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SOURCE: Oncologist, (2005) Vol. 10, No. 8, pp. 590-601. 
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AB Esophageal cancer is a highly aggressive neoplasm. In 2005, 14, 520 

Americans will be diagnosed with esophageal cancer, and more than 90% will 
die of their disease. On a global basis, cancer of the esophagus is the 
sixth leading cause of cancer death worldwide. In fact, gastric and 
esophageal cancers together accounted for nearly 1.3 million new cases and 
980,000 deaths worldwide in 2000-more than lung, breast, or colorectal 
cancer. Although esophageal squamous cell carcinoma cases have steadily 
declined, the incidence of gastroesophageal junction adenocarcinoma has 
increased 4%-10% per year among U.S. men since 1976, more rapidly than for 
any other cancer type, and parallels rises in population trends in obesity 
and reflux disease. With advances in surgical techniques and treatment, 
the prognosis of esophageal cancer has slowly improved over the past three 
decades. However, the 5-year overall survival rate (14%) remains poor, 
even in comparison with the dismal survival rates (4%) from the 1970s. 
The underlying reasons for this disappointingly low survival rate are 
multifold: (a) ineffective screening tools and guidelines; (b) cancer 
detection at an advanced stage, with over 50% of patients with 
unresectable disease or distant metastasis at presentation; (c) high risk 
for recurrent disease after esophagectomy or definitive chemoradiotherapy; 
(d) unreliable noninvasive tools to measure complete response to 
chemoradiotherapy; and (e) limited survival achieved with palliative 
chemotherapy alone for patients with metastatic or unresectable 
disease. Clearly, additional strategies are needed to detect esophageal 
cancer earlier and to improve our systemic treatment options. Over the 
past decade, the field of drug development has been transformed with the 
identification of and ability to direct treatment at specific molecular 
targets. This review focuses on novel targeted treatments in development 
for esophageal squamous cell carcinoma and distal esophageal and 
gastroesophageal junction adenocarcinoma. . COPYRGT . AlphaMed Press. 
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AB Purpose of review: A number of therapeutic agents have been developed 
which have ant i -angiogenic potential. Here we present the most recent 
data from clinical trials with some of the promising inhibitors of 
angiogenesis . Recent findings: Agents that target the vascular 
endothelial growth factor signaling pathway are the furthest along in 
clinical development. The last year has brought US Food and Drug 
Administration approval of bevacizumab (Avast in) , a recombinant humanized 
anti -vascular endothelial growth factor monoclonal antibody. Bevacizumab 
has demonstrated a survival advantage in combination with 
chemotherapy for patients with metastatic colorectal cancer. 
Other agents with early promising results include PTK787/ZK 222584 
(Vatalanib) , ZD6474, and BAY 43-9006 (Sorafenib) . Summary: Angiogenesis 
inhibitors show promise, but evaluation for optimal efficacy has been a 
problem, given that the mechanisms of action of these agents differ from 
conventional cytotoxic agents and surrogate markers for inhibition of 
angiogenesis are not available. .COPYRGT. 2005 Lippincott Williams & 
Wilkins . 
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Recent studies in novel therapy for metastatic sarcomas. 
Steinert, Dejka M. ; Patel, Shreyaskumar R. [Reprint Author] 
Univ Texas, MD Anderson Cane Ctr, Dept Sarcoma Med Oncol, 
Unit 450, 1515 Holcombe Blvd, Houston, TX 77030 USA 
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Hematology-Oncology Clinics of North America, (JUN 2005) 
Vol. 19, No. 3, pp. 573-590, VIII, IX-572 . 
ISSN: 0889-8588. 
Article 

General Review; (Literature Review) 
English 

Entered STN: 25 Aug 2005 
Last Updated on STN: 2 5 Aug 2 005 
Many new chemo therapeutic agents and targeted therapies are 
being studied in the treatment of metastatic soft tissue sarcomas (STSs) . 
This article reviews results of recent clinical studies of gemcitabine, 
docetaxel, paclitaxel, ecteinascidin, 

9-nitrocamptothecin, and pegylated liposomal doxorubicin in 
patients who have STSs. The use of targeted therapy in STSs is an 
exciting, constantly changing field. The activity of imatinib mesylate, 
SU11248, everolimus, and bortezomib are summarized. 
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Lung cancer is a difficult illness with a poor overall survival. Even 
though combination strategies with chemotherapy, radiation 
therapy and surgery have all been utilised, the overall outcome for this 
disease continues to be relatively disappointing. In order to make a 
difference in the treatment of lung cancer, novel therapeutics will have 
to be developed. Through basic biological studies, a number of receptor 
tyrosine kinases have been implicated in the pathogenesis and progression 
of lung cancer. In this review, the authors summarise the mechanisms of 
several major receptor tyrosine kinases in lung cancer, especially 
epidermal growth factor receptor, Her2/neu, MET, vascular endothelial 
growth factor and KIT. The biology associated with these receptors is 
described, and the various novel therapeutic inhibitory strategies that 
are ongoing in preclinical and clinical studies for lung cancer are 
detailed. Through understanding of receptor tyrosine kinases and the 
utilisation of specific inhibitors, it is hopeful that a dramatic impact 
will be made on the biology and therapy for lung cancer. .COPYRGT. 2005 
Ashley Publications Ltd. 
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AZ 85724, United States, dmahadevan@azcc.arizona.edu 
Current Cancer Drug Targets, (2 005) Vol. 5, No. 6, pp. 
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ATP-binding cassette (ABC) transporters are a super family of channel 
proteins that include multidrug resistance 1 (MDRl/P-gp) and multi-drug 
resistance related proteins (MRPs) whose functions include the efflux of 
ions, nutrients, lipids, amino acids, peptides, proteins and drugs. The 
three-dimensional structures of bacterial and human ABC transporters 
demonstrate that these proteins are ATP-dependent molecular machines that 
scan the inner membrane leaflet for lipids/drugs and flip them to the 
outer membrane leaflet. In many human cancers, the level of expression of 
MDR1 is an important independent prognostic factor that determines 
response to combination chemotherapy. Intrinsic and acquired 
resistance to chemotherapy exposure are due to a high level of 
MDR1 expression that enhances drug efflux, with associated poor clinical 
outcome and lower complete remission (CR) rates. Recent clinical trials 
in hematological and solid malignancies have shown promise for a prolonged 
remission and improved overall survival when the MDR1 P-gp is inhibited 
when combined with chemotherapy. Structure-based homology 
modeling of these ABC transporters may help design novel drug candidates 
to both the membrane -spanning domain (MSD) and the nucleotide-binding 
domain (NBD) located within the cytoplasm. This review will highlight 
advances in the utilization of homology modeling in the drug discovery 
process and how this will impact on fundamental insights to the 
development of novel therapeutics that could alter and/or inhibit their 
functions. .COPYRGT. 2005 Bentham Science Publishers Ltd. 
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AB Advances in our understanding of the mechanisms underlying tumor 

progression suggest that angiogenesis plays a key role in gastrointestinal 
malignancies. Vascular endothelial growth factor (VEGF) has emerged as an 
important therapeutic target, and a variety of strategies to inhibit VEGF 
are under investigation. The approval of bevacizumab for use in patients 
with previously untreated metastatic colorectal cancer was based on 
clinical data suggesting that VEGF is a valid therapeutic target in this 
disease. As the data mature from ongoing trials, the role of angiogenesis 
inhibitors in the treatment of colon cancer and other gastrointestinal 
malignancies will be more clearly defined. Additional information is 
needed to identify the diseases and stages most likely to benefit from 
ant i -angiogenic agents and the optimal sequences and therapeutic 
combinations that should be studied. Copyright .COPYRGT. 2005 by Current 
Science Inc. 
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AB The poor prognosis of patients with glioblastoma multiforme in spite of 

aggressive conventional anticancer therapies has led to the search for new 
therapeutic strategies. As glioblastomas are highly vascularized and 
their growth is angiogenesis -dependent , the inhibition of the sprouting of 
new capillaries from preexisting blood vessels is one of the most 
promising therapeutic approaches. Different anti-angiogenic strategies 
have been developed: inhibition of pro-angiogenic factors and/or receptors 
and/or downstream cell signaling, inactivation of endothelial cells, 
inhibition of cellular adhesion molecules and/or extracellular matrix 
remodeling. Inhibitors of angiogenesis are separated into endogenous 
inhibitors such as angiostatin, trombospondin or alpha interferon and 
natural or synthetic inhibitors such as thalidomide, antibodies against 
angiogenic growth factors or inhibitors of tyrosine kinase receptors. In 
this review, the majority of experimental studies in glioblastoma models 
in vivo are summarized and clinical perspectives are discussed. 
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AB In the United States, advanced kidney cancer accounts for over 12,000 

deaths each year. Immunotherapy with either interferon or interleukin-2 
(IL-2) has been the standard of care for over two decades. High-dose IL-2 
can apparently cure 10% to 15% of patients treated, but due to the 
required inpatient care and the attendant toxicities, it is only 
administered to less than 1000 patients per year in the United States 
(Chiron, personal communication) . Interferon is a less active agent than 
IL-2 but it has still been shown to be superior to therapy with either 
megesterol or vinblastine. Interferon typically resutts in very few 
long-term responses and is given to most patients with metastatic kidney 
cancer. Median survival after interferon therapy is dependent on risk 
group but is typically 12 to 15 months. Thus, new therapies are urgently 
needed in this refractory disease. Novel compounds currently being tested 
in clinical trials are showing promise in advanced kidney cancer. The 
molecular targets of these drugs include interfering with the vascular 
endothelial growth factor receptors or the raf kinase pathway, 
angiogenesis inhibition, and antimicrotubule agents. A review of the 
preclinical and early clinical development of some of these novel 
compounds will be discussed. Copyright .COPYRGT. 2 005 by Current Science 
Inc . 
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Vascular endothelial growth factor (VEGF) is an endothelial cell -specif ic 
mitogen in vitro and an angiogenic inducer in vivo. The tyrosine kinases 
Flt-1 (VEGFR-1) and Flk-l/KDR (VEGFR-2) are high affinity VEGF receptors. 
VEGF plays an essential role in developmental angiogenesis and is 
important also for reproductive and bone angiogenesis . Substantial 
evidence also implicates VEGF as a mediator of pathological angiogenesis. 
Anti-VEGF monoclonal antibodies and other VEGF inhibitors block the growth 
of several tumor cell lines in nude mice. Clinical trials with VEGF 
inhibitors in a variety of malignancies are ongoing. Recently, a 
humanized anti-VEGF monoclonal antibody (bevacizumab; Avast in) has been 
approved by the FDA as a first-line treatment for metastatic colorectal 
cancer in combination with chemotherapy. Furthermore, VEGF is 
implicated in intraocular neovascularization associated with diabetic 
retinopathy and age-related macular degeneration. .COPYRGT. 2005 Elsevier 
Inc. All rights reserved. 
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In spite of the significant advances in conventional therapeutic 
approaches to colorectal cancer (CRC) , most patients ultimately die of 
their disease. Dissecting the molecular mechanisms underlying CRC 
progression will not only accelerate the development of novel 
cancer-selective drugs but will also enable the therapeutic regimen to be 
personalized according to the molecular features of individual patients 
and tumors. Here, we report on the novel insights into CRC biology that 
are paving the way to the development of molecular therapies and summarize 
the results from recent clinical trials demonstrating that agents 
targeting tumor-specific molecular derangements can significantly improve 
the therapeutic efficacy of conventional chemotherapy. Only a 
broader clinical implementation of these concepts will provide patients 
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Vascular endothelial growth factors (VEGF) -A, -C and -D are members of the 
proangiogenic VEGF family of glycoproteins. VEGF-A is known to be the 
most important angiogenic factor under physiological and pathological 
conditions, while VEGF-C and VEGF-D are implicated in the development and 
sprouting of lymphatic vessels, so called lymphangiogenesis . Local tumor 
progression, lymph node metastases and hematogenous tumor spread are 
important prognostic factors for esophageal carcinoma (EC) , one of the 
most lethal malignancies throughout the world. We found solid evidence in 
the literature that VEGF expression contributes to tumor angiogenesis , 
tumor progression and lymph node metastasis in esophageal squamous cell 
carcinoma (SCO , and many authors could show a prognostic value for 
VEGF-assessment . In adenocarcinoma (AC) of the esophagus angiogenic 
properties are acquired in early stages, particularly in precancerous 
lesions like Barrett's dysplasia. However, VEGF expression fails to give 
prognostic information in AC of the esophagus. VEGF-C and -D were 
detected in SCC and dysplastic lesions, but not in normal mucosa of the 
esophagus. VEGF-C expression might be associated with lymphatic tumor 
invasion, lymph node metastases and advanced disease in esophageal SCC and 
AC. Therapeutic interference with VEGF signaling may prove to be a 
promising way of ant i -angiogenic co- treatment in esophageal carcinoma. 
However, concrete clinical data are still pending. .COPYRGT. 2005 S. 
Karger GmbH. 
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Gastrointestinal stromal tumours (GIST) are the most common form of 
mesenchymal tumour of the intestinal tract. The incidence in Italy is 
approximately 800-1 400 new cases/year; the most common localization is 
the stomach (50-60%) , small bowel (20-30%) , rectum (10%) and esophagus 
(5%). Extra -abdominal localizations are very rare. GIST 
characteristically express the Kit protein, a transmembrane tyrosine 
kinase receptor for the specific ligand. Most GIST have a mutation in kit 
receptor which becomes constitutive for the neoplasm. Kit mutation is a 
early tumorogenesis event. The disease clinically can present as an 
occasionally finding or can be diagnosed after hemorrage, perforation or 
obstruction of the gastrointestinal tract. Surgery is the mainstay of the 
therapy mainly in primary tumour. More debated is its role in metastatic 
disease. In this situation imatinib mesilate, a tyrosine kinase 
inhibitor, is the drug of choice which has changed the natural history of 
the disease. Metastatic GIST before imatinib mesilate discovery had 6 
months survival, now in the 3 published studies after 3 years of 
follow-up, median survival has not already reached. New drugs are now 
under evaluation in order to prolong the pharmacological activity of 
tyrosine kinase inhibition after progression of the disease. 
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The annual meeting of the American Association for Cancer Research (AACR) 
provided a panoramic view of new developments and trends in cancer 
research. In the area of new drug development, a recurrent theme was 
receptor tyrosine kinase (TK) inhibitors, with multitargeted, small 
molecule inhibitors - highly potent against a family of receptors such as 
vascular endothelial growth factor receptor (VEGFR) , platelet-derived 
growth factor (PDGFR) and the receptor tyrosine kinase KIT - taking centre 
stage. Several agents interfering with intracellular targets that are 
components of key oncogenic signaling pathways, such as RAF kinase, 
phosphatidylinositol 3-kinase (PI3K)/Akt or Src, are in preclinical and 
early clinical development. "Addictive" targets, such as the Bcr-Abl 
fusion protein in chronic myeloid leukemia (CML) , are critical for 
maintaining the malignant phenotype and hence represent an Achilles' heel 
for selective drugs. Significantly, novel targeted therapeutics currently 
in clinical development do not generally lead to cures or long-term 
survival for most intractable cancers; resistance may eventually develop. 
Anti-metastatic agents and anti-adhesion drugs, which collectively act on 
tumor cell -stroma interactions (anti-stromal therapy) , are also actively 
pursued. In addition, forms of cell death other than apoptosis - cellular 
senescence, cancer cell-specific cell-cycle processes and the hypoxic 
environment - are being explored in order to identify novel targets for 
more selective therapy. This report also highlights developments aimed at 
more safe and effective drug combinations. Evaluating drug combinations, 
and elucidating the rationale for combinations of old (cytotoxic) and new 
(biological) anticancer agents, are promising research areas and 
taxane-based combinations are presented as examples. The report is based 
on presentations at AACR 2005 and related publications of the first half 
of 2005. .COPYRGT. 2005 Elsevier Ltd. All rights reserved. 
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AB The mainstay of any curative treatment in renal cell carcinoma (RCC) is 
surgery. In case of metastatic disease at presentation a radical 
nephrectomy is recommended to good performance status patients prior to 
start of interf eron-alf a treatment. Interferon-ct (IFN-a) 
offers in a small but significant percentage of patients advantage in 
overall survival; interleukin-2 (IL-2) based therapy gives similar 
survival rates . To date hormonal and chemotherapy do not have a 
proven impact on survival. The recent new insights in the molecular 
biology of clear RCC has revealed a key-role for vascular endothelial 
growth factor (VEGF) in the stimulation of angiogenesis in this highly 
vascularized tumour. This opens interesting new treatment strategies 
including: blockage of VEGF with the monoclonal antibody bevacizumab and 
inhibition of VEGF receptor tyrosine kinases (with small oral molecules 
such as SU11248 or PTK787) . Likewise, inhibition of the Raf kinase 
pathway (with oral Bay 43-9006) or inhibition of the mTOR pathway (with 
i.v. CCI-779) are under investigation. Preliminary clinical results with 
all these compounds are interesting and the results of ongoing phase III 
studies will become available in the next years. .COPYRGT. 2005 Elsevier 
Ireland Ltd. All rights reserved. 
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AB The past decade has witnessed considerable advances in the treatment of 
colorectal cancer (CRC) . The emergence and integration into clinical 
practice of new cytotoxic agents, such as irinotecan and 
oxaliplatin, has had a significant impact on outcomes from advanced CRC 
with median survivals of 18 to 21 months now achievable. Improvements in 
survival as a consequence of using these drugs as salvage therapies 
ultimately led to demonstration of efficacy for both in the first-line 
treatment of CRC. As the importance of second- line therapy is 
increasingly recognized, key issues, such as optimal schedules, 
chemotherapy combinations, and sequential therapy, need to be 
addressed. The integration of newer biologic agents, such as cetuximab 
and bevacizumab, for which recent data have emerged, has further added to 
the complexities of delivering therapy to patients with advanced CRC, 
heralding a new treatment era for this disease. Copyright .COPYRGT. 2005 
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AB The inhibition of angiogenesis is an emerging therapeutic strategy for 

cancer treatment. In contrast to conventional therapies, anti-angiogenic 
therapies primarily target tumor-associated endothelial cells which serve 
as a lifeline for tumor growth, progression and metastasis. By blocking 
the supply of essential nutrients and the removal of metabolites, 
anti-angiogenic therapies aim to delay both primary and metastastic tumor 
growth while overcoming the inherent cytotoxicities of classical 
chemotherapies. Indeed, tumor-related angiogenesis is a 
multi-step process initiated by a cascade of proangiogenic factors 
secreted from both the tumor and host tissues. These intricate processes 
involve a close interaction of tumor and associated endothelial cells as 
well as an intimate communication between proliferating endothelial cells, 
stromal cells and extracellular matrix components. Inhibition of these 
proangiogenic mechanisms has become a major challenge for the development 
of anti-cancer treatment modalities. In this regard, anti-angiogenic 
therapies embody a potentially powerful adjunct to traditional cancer 
therapies. In this review, we provide an overview of traditional 
ant i -cancer drugs and discuss the fundamentals of anti-angiogenic 
therapies. While presenting the salient features of the anti-angiogenic 
agents targeting the individual phases of angiogenesis, we highlight the 
potential for specific agent development as novel anti-angiogenic 
therapeutics. Finally, we present and summarize emerging angiogenesis 
inhibitors. .COPYRGT. 2 005 Bentham Science Publishers Ltd. 
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Background: The introduction of monoclonal antibodies, either as native 
molecules or conjugated to radioisotopes or other toxins, has led to new 
therapeutic options for patients with hematologic malignancies. In 
addition, the use of small molecules against specific cell surface 
receptors, enzymes, and proteins has become an important strategy in the 
treatment of such disorders. Methods: The author reviewed the published 
clinical trials of monoclonal antibody and other targeted therapies in 
hematologic malignancies. Results: Results from several trials 
demonstrate a therapeutic benefit for the use of monoclonal antibodies 
(either native or conjugated) and other targeted therapies, used alone or 
in combination with standard cytotoxic chemotherapy. 

Conclusions: Targeted therapy of hematologic malignancies seems to be an 
effective and less toxic approach to the treatment of such disorders. 
Nevertheless, additional studies are needed to determine where and when 
such management fits into a therapeutic regimen for any given disorder, 
whether upfront or as salvage therapy, alone or in combination with 
chemotherapy (concurrent or sequential) . 
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AB Platelet-derived growth factors (PDGFs) and their tyrosine kinase 

receptors (PDGFRs) have been implicated in the pathogenesis of a number of 
tumor types and play an important role in angiogenesis . Tumor growth can 
be promoted by PDGF via autocrine stimulation of malignant cells, by 
overexpression or overact ivat ion of PDGFRs, or by stimulation of 
angiogenesis within the tumor. These mechanisms could provide possible 
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therapeutic targets. PDGFR blockade may also lower the interstitial fluid 
pressure within solid tumors and enhance drug delivery. Here we discuss 
the possible therapeutic roles of PDGFR antagonists in the treatment of 
cancer, alone and in combination with chemotherapy or other 
targeted agents. Extensive experimental data highlight the potential 
therapeutic advantage of targeting PDGFR. However, recent clinical data 
suggest that antagonism of this growth factor is associated with fluid 
accumulation that could obscure any clinical benefit. Further clinical 
research is required to optimise inhibition of this cytokine-receptor 
system. .COPYRGT. 2005 Elsevier Ltd. All rights reserved. 
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AB Background: The management of patients with localized and advanced breast 
cancer continues to evolve. Chemotherapy, endocrine therapy, 
and trastuzumab are effective therapies but leave considerable room for 
improvement. As the cellular aberrations inherent to cancer cells in 
general and breast cancer cells specifically are better understood, 
therapies to target specific cellular pathways continue to be developed 
with the goal of expanding available effective therapy through better 
patient selection. Methods: We conducted a computerized search of the 
medical literature as well as a manual search of selected meeting 
abstracts. Results: Several targeted therapies are in phase III clinical 
trials testing their promise in the treatment of breast cancer. Many 
other agents are completing phase I and II testing. An overview of the 
most promising agents in clinical development is discussed herein. 
Conclusions: Targeted therapy for breast cancer is a reality at this time, 
and several new agents hold promise for expanding and refining the pool of 
patients likely to further benefit from this approach in the near future. 
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Gastrointestinal stromal tumors (GISTs) are the most common mesenchymal 
tumors of the gastrointestinal tract. It was discovered that they express 
the receptor tyrosine kinase KIT (CD117) . GISTs often present with vague 
symptoms depending on size, location and histological type of the tumor, 
but it is possible, sometimes to cause clinical symptoms and signs of 
acute abdomen (gastrointestinal bleeding, obstruction, perforation) . 
GISTs had been observed to be relatively resistant to standard 
chemotherapy. Imatinib, which is a relatively selective and 
competitive inhibitor of c-KIT, is the first effective systemic therapy 
for metastatic and locally irresectable GISTs. A case of perforated 
gastrointestinal stromal tumor (GIST) of small intestine causing acute 
abdomen is described with a brief overview of the available literature. 
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Recent antitumor drug research has seen the development of a large variety 
of tyrosine kinase inhibitors (TKIs) with increasing specificity and 
selectivity. These are highly promising agents for specific inhibition of 
malignant cell growth and metastasis. However, their therapeutic 
potential also depends on access to their intracellular targets, which may 
be significantly affected by certain ABC membrane transporters. It has 
been recently shown that several human multidrug transporter ABC proteins 
interact with specific TKIs, and the ABCG2 transporter has an especially 
high affinity for some of these kinase inhibitors. These results indicate 
that multidrug resistance protein modulation by TKIs may be an important 
factor in the treatment of cancer patients; moreover, the extrusion of 
TKIs by multidrug transporters may result in tumor cell TKI resistance. 
Interaction with multidrug resistance ABC transporters may also 
significantly modify the pharmacokinetics and toxicity of TKIs in 
patients . 
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Angiogenesis produces new blood vessel growth in tumors. Vascular 
endothelial growth factor (VEGF) and its receptors (VEGFRs) play a major 
role in tumor angiogenesis, prompting the development of biologic 
therapies against these factors. Antiangiogenic therapies, whether 
monoclonal antibodies or small molecule inhibitors, appear to act via 
multiple mechanisms to regulate tumor vasculature as well as to act upon 
tumor cells directly. These agents have been tested in a variety of 
cancers with good results. A monoclonal antibody against VEGF, 
bevacizumab, has been shown to increase the efficacy of several 
chemo therapeutic regimens in metastatic colorectal cancer, and has 
been approved for first- line use in combination with 5- 
fluorouracil -based chemotherapy. In addition, 

bevacizumab has shown promise in phase II trials in renal cell carcinoma 
and phase III trials in non-small cell lung cancer, and it is being tested 
in breast cancer. Small molecule inhibitors of VEGFRs have also been 
extensively studied in colorectal cancer and renal cell carcinoma. Phase 
III studies of the VEGFR antagonist PTK787/2K222584 in colorectal cancer 
are ongoing but initial analysis did not demonstrate a benefit of the 
addition of this agent to FOLFOX. BAY 43-9006, a dual -action Raf kinase 
and VEGFR inhibitor, as well as SU11248 and AG-013736, which are VEGFR and 
platelet-derived growth factor receptor inhibitors, have been tested in 
renal cell carcinoma with encouraging results. Future studies will 
clarify the role of the biologies in these diseases and will focus on the 
best dose, schedule, and therapeutic combinations. 
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AB The number and variety of novel, molecular-targeted agents offers 
realistic hope for significant advances in cancer treatment. The 
potential of these new treatment approaches is unquestionable, but the 
reality is something that only thorough clinical evaluation and experience 
can reveal. Clinical experience of targeted therapies is at an early 
stage but it is likely that we will have an increasing number of treatment 
options available to us in the near future. This manuscript explores our 
current understanding of molecular-targeted therapies and considers: What 
approach should be used? (single vs multitarget agents) ; When should they 
be administered? (identifying the optimal point for intervention) ; How 
should they be used? (monotherapy or combination therapy regimens) ; and 
Who should we be giving them to? (acknowledging the need for patient 
selection) . .COPYRGT. 2005 Cancer Research UK. 
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The present invention relates to a pharmaceutical combination for the 
treatment of diseases which involves cell proliferation, migration or 
apoptosis of myeloma cells, or angiogenesis. The invention also relates 
to a method for the treatment of said diseases, comprising 
co-administration of effective amts. of specific active compds . and/or 
co-treatment with radiation therapy, in a ratio which provides an additive 
and synergistic effect, and to the combined use of these specific compds. 
and/or radiotherapy for the manufacture of corresponding pharmaceutical 
combination prepns . The pharmaceutical combination can include selected 
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chemotherapeutic or naturally occurring semisynthetic or synthetic 
agents . 
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Double bond geometry as shown. 
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AB The present invention is directed to methods and compns . for augmenting 
treatment of cancers and other proliferative disorders. In particular 
embodiments, the invention combines the administration of an agent that 
inhibits the anti-apoptotic activity of galectin-3 (e.g., a 'galectin-3 
inhibitor') so as to potentiate the toxicity of a chemotherapeutic 
agent. In certain preferred embodiments, the conjoint therapies of the 
present invention can be used to improve the efficacy of those 
chemotherapeutic agents whose cytotoxicity is influenced by the 
status of an anti-apoptotic Bcl-2 protein for the treated cell. For 
instance, galectin-3 inhibitors can be administered in combination with 
chemotherapeutic agent that interferes with DNA replication 
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fidelity or cell -cycle progression of cells undergoing unwanted 
proliferation. 
IT 557795-19-4 
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dihydro-2-oxo-3H-indol-3-ylidene) methyl] -2, 4-dimethyl- (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 
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AB The invention relates to a method of treating cancer by administering a 
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The efficacy of conventional cancer therapies such as surgery, 
chemotherapy and radiation is enhanced by the use of a therapeutic 
material which binds to and interacts with galectins. The therapeutic 
material can enhance apoptosis thereby increasing the effectiveness of 
oncolytic agents. It can also inhibit angiogenesis thereby moderating 
tumor growth and/or metastasis. 
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Options for first-line chemotherapy in patients with metastatic 
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irinotecan and oxaliplatin. Furthermore, the oral 

f luoropyrimidine capecitabine has demonstrated efficacy in Phase III 
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trials and recently was approved for first-line treatment in Europe and 

the United States. Capecitabine yielded similar median times to disease 

progression and median survival rates compared with bolus 5- 

fluorouracil (5-FU) /leucovorin (LV) (Mayo Clinic/North 

Central Cancer Treatment Group regimen) , with superior and similar 

response rates, respectively. However, its role as a first-line, 

single-agent substitute for intermittent infusional 5-FU/LV remains to be 

defined. The addition of irinotecan or oxaliplatin to 5-FU/LV 

resulted in improved response rates and progression- free survival in 

large, randomized trials; moreover, irinotecan-containing 

regimens resulted in improved overall survival. Prevalent regimens of 

irinotecan/ 5-FU/LV and oxaliplatin/5 -FU/LV have been compared in 

two randomized Phase III trials. One study demonstrated the statistical 

superiority of oxaliplatin/infusional 5-FU/LV over irinotecan 

/bolus 5-FU/LV in terms of response, time to disease progression, and 

median survival; however, those advantages may have been attributable to 

infusional administration or to major differences in second-line therapy. 

A randomized Phase III study comparing irinotecan and 

oxaliplatin in combination with the same infusional 5-FU/LV regimens and 
crossover in case of disease progression showed equivalent efficacy for 
both schedules in the first-line setting, but the irinotecan 
combination proved beneficial in terms of safety. New molecular targeted 
agents, such as angiogenesis-modulating compounds (e.g., bevacizumab) and 
epidermal growth factor receptor inhibitors (e.g., cetuximab) , are under 
clinical investigation. This review updates current systemic frontline 
treatments and future perspectives for patients with advanced colorectal 
carcinoma. . COPYRGT . 2 004 American Cancer Society. 
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The transforming growth factor-p (TGF-p) superfamily of ligands 
has a pivotal role in the regulation of a wide variety of physiological 
processes from development to pathogenesis. Since the discovery of the 
prototypic member, TGF-p, almost 2 0 years ago, there have been 
tremendous advances in our understanding of the complex biology of this 
superfamily. Deregulation of TGF-p has been implicated in the 
pathogenesis of a variety of diseases, including cancer and fibrosis. 
Here we present the rationale for evaluating TGF-p signalling 
inhibitors as cancer therapeutics, the structures of small -molecule 
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inhibitors that are in development and the targeted drug discovery model 
that is being applied to their development. 
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AB When first conceived, antiangiogenic therapy for cancer offered the 

possibility of universal efficacy, low toxicity, and little possibility of 
resistance. Blockade of the vascular endothelial growth factor (VEGF) 
pathway has yielded the most promising results both in animal models and 
in patients. However, resistance to VEGF blockade has been found even 
when given in combination with chemotherapy or other 

antiangiogenic agents. This resistance is associated with remodeled 
vasculature and with increased expression of angiogenic factors, such as 
PDGF-B and angiopoietin-1, which may contribute to vessel stabilization. 
Future efforts must be directed towards the identification of factors 
associated with vascular remodeling in order to improve the efficacy of 
antiangiogenic therapy. . COPYRGT. 2004 Elsevier Ltd. All rights reserved. 
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The rationale to target receptor protein tyrosine kinases (RPTKs) as an 
approach to cancer chemotherapy has continued to become more 
compelling with time. Preclinical and clinical data strongly support the ■ 
involvement of specific RPTKs in the formation and progression of a subset- 
of solid and liquid tumors. The advances in our understanding of the 
oncogenic activation of these receptors have been matched by the 
identification of new structural classes of kinase inhibitors that exhibit 
enormous improvements with regard to potency, specificity and efficacy. 
This article summarizes current knowledge of the most promising RPTK 
inhibitors in clinical trials or known to be in late stage preclinical 
development. .COPYRGT. 2004 Bentham Science Publishers Ltd. 
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The management of soft tissue sarcomas has been highlighted in the last 
few years by the responsiveness of gastrointestinal stromal tumors to 
imatinib (Gleevec®, Novartis) . In this article, the use of 
chemo therapeutic agents in the management of this and some of the 
50 or more subtypes of sarcomas are discussed, and a brief review of the 
use of chemotherapy in the adjuvant or neoadjuvant setting for 
people with large extremity sarcomas is provided. Doxorubicin 
and if osf amide (Mitoxona®, Bristol-Myers Squibb) remain the best 
individual drugs for sarcomas overall, although dacarbazine and 
gemcitabine (Gemzar®, Eli Lilly) with or without a taxane has activity 
in at least a subset of sarcomas. The data regarding adjuvant 
chemotherapy for extremity soft tissue sarcomas is still quite 
mixed, with little if any overall survival advantage found to support its 
incorporation into disease management. The finding of tyrosine kinase 
inhibitors such as imatinib with demonstrated activity in gastrointestinal 
stromal tumors and dermatof ibrosarcoma protuberans, as well as the finding 
of new agents such as ecteinascidin-743 (Yondelis®, PharmaMar) with at 
least some activity against soft tissue sarcomas, reinforces the idea that 
we should target individual subtypes of sarcoma, just as treatment varies 
by subtype for the hematological malignancies. .COPYRGT. Future Drugs Ltd. 
All rights reserved. 
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The most potent angiogenic cytokine is vascular endothelial growth factor 
(VEGF) . A number of strategies have been developed to inhibit the 
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activity of the VEGF molecule and its receptors. These strategies include 
gene therapy techniques that deliver antisense oligonucleotides, soluble 
VEGF receptors that function in a dominant negative fashion, and 
ribozymes. Recombinant monoclonal anti-VEGF antibodies such as 
bevacizumab and tyrosine kinase (TK) receptor inhibitors directed against 
the VEGF receptors appear to be the most promising. These agents have 
demonstrated broad- spectrum antitumor activity in early clinical trials in 
a wide range of human solid tumors and hematological malignancies. The TK 
receptor inhibitors are of particular interest as they can be administered 
orally. Early trials have reported vascular toxicities, including 
hemorrhagic and thromboembolic events. However, myelotoxicity is rarely 
seen, which enables these agents to be administered in combination with 
cytotoxic agents. Studies of chemotherapy and VEGF inhibitors 
are underway but the benefits of these regimens will need to be 
established in adequately powered phase III studies. Theoretically, these 
agents, are likely to be most effective in diseases with a low tumor 
burden, for example, when administered as adjuvant therapy in early cancer 
and as maintenance therapy in advanced cancers. Other potential 
indications include the treatment of premalignant conditions. However, 
the overall development of these agents can only be optimized if 
appropriate biologic endpoints are identified and incorporated into 
clinical trials. 
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AB Despite advances in our understanding of the molecular and genetic basis 
of pancreatic cancer, the disease remains a clinical challenge. 
Gemcitabine, the standard chemotherapy for pancreatic cancer, 
offers modest improvement of tumor- related symptoms and marginal advantage 
of survival. New approaches, alone and in combination with gemcitabine, 
are being developed to combat this cancer. In this article we review the 
current status of investigations into several classes of agents: matrix 
metalloproteinase inhibitors; farnesyl transferase inhibitors; epidermal 
growth factor receptor inhibitors, including monoclonal antibodies and 
tyrosine kinase inhibitors; cyclooxygenase-2 inhibitors, and others. The 
scientific rationale, mechanism of action, and clinical trial data for 
these novel agents are discussed. Copyright .COPYRGT. 2004 by Current 
Science Inc . 
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Most patients with metastatic prostate cancer will respond initially to 
ablation of gonadal androgen production. Eventually, all patients will 
develop progressive disease despite continued androgen suppression, a 
condition called androgen- independent or hormone -refractory prostate 
cancer. Hormone -refractory prostate cancer is characterized by virulent 
biologic and clinical behavior. Recently, docetaxel-based 
chemotherapy has been shown to improve survival and quality of 
life in this disease when compared with mitoxantrone-based therapy. 
However, results remain suboptimal. Recently, there have been remarkable 
advances in the delineation of the mechanisms of cancer growth, 
metastasis, and the intricate interactions between tumor cells and the 
surrounding normal tissues. The accumulated evidence has confirmed the 
importance of angiogenesis in these processes and validated the theory 
that inhibition of neovascularization is a promising therapeutic 
anticancer strategy. Currently, dozens of compounds that interfere with 
different steps of the angiogenic cascade are in preclinical and clinical 
development. Some of these agents have exhibited promising antitumor 
activity in hormone -refractory prostate cancer. This review summarizes 
the molecular mechanisms implicating angiogenesis in the development and 
progression of advanced- stage prostate cancer, as well as the drug 
development efforts that are targeting this process. 



L26 



ANSWER 61 OF 
reserved on 
ACCESSION NUMBER 
TITLE: 
AUTHOR : 

CORPORATE SOURCE 



SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



73 
STN 



EMBASE COPYRIGHT (c) 2005 Elsevier B.V. All rights 



2004350097 EMBASE 

Vascular endothelial growth factor in esophageal cancer. 
Kleespies A.; Guba M. ; Jauch K.-W./ Bruns C.J. 
Dr. A. Kleespies, Department of Surgery, Klinikum 
Grosshadern, Ludwig-Maximilian-University , 
Marchioninistrasse 15, 81377 Munich, Germany. 
axelkleespies@aol . com 

Journal of Surgical Oncology, (1 Aug 2004) Vol. 87, No. 2, 
pp. 95-104. 
Refs: 92 

ISSN: 0022-4790 CODEN: JSONAU 

United States 

Journal; General Review 

005 General Pathology and Pathological Anatomy 



Prepared by: Mary Hale @2-2507 Rem Bldg 1D86 



Page 4 7 



Oil Otorhinolaryngology 
016 Cancer 

037 Drug Literature Index 

LANGUAGE : Eng 1 i s h 

SUMMARY LANGUAGE: English 

ENTRY DATE: Entered STN: 20040902 

Last Updated on STN: 20040902 

AB Vascular endothelial growth factor (VEGF) plays a crucial role in 

angiogenesis of many solid malignancies. The influence of angiogenesis 
and VEGF expression on progression and recurrence of esophageal cancer has 
been investigated over the last years. This article reviews the 
prognostic significance of VEGF expression, microvessel density (MVD) , and 
lymphangiogenic factors in squamous cell carcinoma (SCO, Barrett's 
dysplasia, and adenocarcinoma (AC) of the esophagus, their predictive 
value for treatment response to chemo- radiotherapy and new ant i -angiogenic 
treatment strategies. .COPYRGT. 2004 Wiley-Liss, Inc. 
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AB The International Conference on Molecular Targets and Therapeutics, 

jointly sponsored by the American Association for Cancer Research (AACR) , 
National Cancer Institute (NCI) and European Organization for Research and 
Treatment of Cancer (EORTC) , was held in Boston on November 17-21, 2003. 
It offered updates of the latest developments and emerging trends in 
ant i -cancer research. One of the most exciting areas was the development 
of molecular target-specific therapeutics that have the potential to 
maximize therapeutic benefit while minimizing toxicity to normal cells. 
Signifying the coming of age of tumour- specif ic targets and agents was the 
recurring theme, to urgently develop and validate biomarker assays as 
surrogate endpoints; both for showing that targeted agents act as expected 
and for providing proof of concept in the scientific rationale of new 
agents. Given the dominance of protein tyrosine kinase inhibitors in 
small-molecule drug design, a strong case was made for the implementation 
of phospho-proteomics or signal transduction signatures and 
pharmaco-proteomics or chemotherapeutic scans in phase I/II 
trials-or for the future "Nanolab", eloquently described by Leroy Hood. 
However, molecular targeted agents-other than imanitib (Gleevec) -have yet 
to enter broad clinical use and several presentations described efforts 
for improving classical (cytotoxic) chemotherapeutic agents by 
targeting them selectively to tumour cells. .COPYRGT. 2004 Elsevier Ltd. 



Prepared by: Mary Hale ©2-2507 Rem Bldg 1D86 



Page 4 8 



All rights reserved. 



L26 ANSWER 63 OF 73 
reserved on STN 



EMBASE COPYRIGHT (c) 2005 Elsevier B.V. All rights 



ACCESSION NUMBER 
TITLE : 



2004077253 EMBASE 

[Controversies and innovations in the treatment of 
gastrointestinal tumors. Interdisciplinary symposium, 
Essen, Germany, 26-27 September 2003] . 
KONTROVERSEN UND I NNO VAT I ONEN IN DER THERAPIE 
GASTROINTESTINALER TUMOREN . INTERD I S Z I PL INARE S SYMPOSIUM, 
ESSEN, 26.-27.09.2003. 
Mono M.L.; Junker A. 

M.L. Mono, Fruhlingstrasse 38, 45133 Essen, Germany. 
malumono@gmx . de 

Onkologe, (2004) Vol. 10, No. 1, pp. 77-81. 
Refs: 9 

ISSN: 0947-8965 CODEN: ONKOF4 
Germany 

Journal; Conference Article 
016 Cancer 

03 7 Drug Literature Index 

04 8 Gastroenterology 
German 

Entered STN: 20040304 
Last Updated on STN: 20040304 
DATA NOT AVAILABLE FOR THIS ACCESSION NUMBER 



AUTHOR : 

CORPORATE SOURCE 
SOURCE : 



COUNTRY : 
DOCUMENT TYPE 
FILE SEGMENT: 



LANGUAGE : 
ENTRY DATE 



L26 ANSWER 64 OF 73 
reserved on STN 
ACCESSION NUMBER: 
TITLE : 

AUTHOR : 

CORPORATE SOURCE: 



EMBASE COPYRIGHT (c) 2005 Elsevier B.V. All rights 



SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



2005019219 EMBASE 

Vascular Endothelial Growth Factor (VEGF) inhibition by 
small molecules. 

Ahmed S.I.; Thomas A.L.; Steward W.P. t 

Prof. W.P. Steward, Clinical Oncology, Osborne Building, 
Leicester Royal Infirmary, Leicester, LEI 5 WW, United 
Kingdom, wpsl@leicester.ac.uk 

Journal of Chemotherapy, (2004) Vol. 16, No. SUPPL. 4, pp. 

59-63. 

Refs: 18 

ISSN: 1120-009X CODEN: JCHEEU 
Italy 

Journal; Conference Article 
016 
030 
036 
037 
038 

English 
English 
Entered 



Cancer 

Pharmacology 

Health Policy, Economics and Management 
Drug Literature Index 
Adverse Reactions Titles 



STN: 20050127 
Last Updated on STN: 20050127 
AB Angiogenesis is essential for primary tumours to grow and metastasise, and 
is driven by the production of positive angiogenic factors. The Vascular 
Endothelial Growth Factor (VEGF) family is central to the process of 
angiogenesis and comprises 5 molecules designated A, B, C, D and E. VEGF 
is overexpressed in several solid malignancies. The actions of VEGF are 
mediated through receptors possessing tyrosine kinase activity: VEGFH-1 
(Flt-1) , VEGFR-2 (Kdr/Flk-1) and VEGFH-3 (Flt-4) . Anti -VEGF strategies 
include the use of antibodies to VEGF or its receptors, the use of 
ribozymes to decrease receptor expression, and the use of inhibitors of 
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tyrosine kinase to reduce receptor activation and downstream signalling. 
The focus of this review is small molecule inhibitors of VEGF receptors 
which target their intrinsic tyrosine kinase activity. The clinical 
development of the following agents is discussed: SU5416, SU11248, SU6668, 
PTK/ZK, ZD6474. 
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In addition to well-known chemo therapeutic agents used in the 
treatment of solid cancers, promising novel cytotoxic agents are being 
investigated. Among them are analogs of existing cytotoxic agents, aimed 
at improving the therapeutic index, and new families such as the 
epothilone compounds. Agents that target the tyrosine kinase -dependent 
pathways, farnesyl transferase modulators, Raf kinase inhibitors, 
antisense molecules to Bel -2 and proteasome modulators, agents that bind 
to key proteins involved in critical phases of the cell cycle, as well as 
antiangiogenesis strategies, are all promising approaches in the treatment 
of solid cancers. The combination of cytotoxics, hormonal agents or 
radiotherapy with new molecular-targeted therapies represents one of the 
main strategies to improve survival in solid cancers. A clinical 
perspective of these agents as monotherapy or combination therapy will be 
presented in this paper. 
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AB The number of ant i- angiogenic agents developed for clinical use has risen 
greatly over the past decade. Currently, more than 80 are in trials 
ranging from phase I through to phase III studies and many more are in 
preclinical evaluation. Much hope was envisaged for these new agents to 
become the panacea of anti-tumoural treatment. Unfortunately the single 
agent activity to date has proven to be disappointing although one trial 
has recently reported a survival advantage when chemotherapy was 
administered with anti-VEGF antibodies in the setting of advanced 
colorectal cancer. To an extent, this may be due to great expectations of 
cytostatic compounds, but recently many factors have been examined to 
explain the differences between clinical and experimental findings. In 
this review, some of the factors responsible for the discrepancy are 
examined, with a specific focus on inhibitors of VEGF. The key factors 
responsible for the lack of activity are tumour heterogeneity and 
redundancy in the VEGF signalling system. An increased understanding of 
these factors is critical to the development of effective anti-angiogenic 
agents and need to be taken into account as new generations of drugs 
emerge . 
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AB Cancer cells hyperactivate signalling molecules, including EGFR, Akt and 
the angiogenic factor VEGF to escape apoptosis, thus contributing also to 
resistance to treatment. While single signalling inhibitors have produced 
limited advantages in clinical trials, their combination with conventional 
treatments is more effective; however, the rate of responses is generally 
around 20%. A major limitation is represented by the activation of escape 
pathways, due to an intensive cross -talk and redundancy of signals in the 
transduction network. A novel and more rational approach is the 
combination of multiple signalling inhibitors, according to the molecular 
context of disease, in combination with selected conventional treatments. 
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Considerable progress has been achieved in the treatment of colorectal 
cancer over the last few years, but it remains a major cause of cancer 
death in the United States. Among the most important recent developments 
is the understanding that angiogenesis is a fundamental requirement of 
early tumor growth and metastasis and therefore is an important target for 
therapy. The recent positive results obtained by adding bevacizumab to a 
standard regimen of chemotherapy highlight the potential impact 
of angiogenesis. Although not the final answer to the problem of advanced 
colorectal cancer, the success obtained with bevacizumab should encourage 
the development of even more effective and less toxic molecular targeted 
agents and regimens. The tyrosine kinase inhibitor vatalanib 
(PTK787/ZK222584) is in the final stages of clinical development, and 
several other promising compounds will be available for clinical 
development in the near future. Agents already commercially available, 
such as the monoclonal antibody cetuximab, may have some antiangiogenic 
properties as well. However, the greatest benefit from antiangiogenic 
therapies may come from their combined use, not only with conventional 
chemotherapy but also with other molecular targeted agents, 
radiotherapy, and surgery in a true multidisciplinary approach. .COPYRGT. 
2004 Elsevier Inc. All rights reserved. 
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Approximately 11,000 new cases of connective tissue malignancies are 
anticipated in 2004. These diseases can be divided into soft-tissue 
sarcomas, sarcomas of bone, and gastrointestinal stromal tumors. Optimal 
management of these diseases requires a multidisciplinary team with 
expertise in surgery, pathology, radiotherapy, and chemotherapy. 
Over half of patients with stage III soft tissue and bone sarcomas are 
cured, as are some patients with metastatic disease. Imatinib mesylate 
has been an important advance in the treatment of gastrointestinal stromal 
tumors. .COPYRGT. 2004 Elsevier Inc. All rights reserved. 
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Angiogenesis is critical for normal and pathologic processes in new blood 
vessel formation. A recent significant advance in the treatment of 
metastatic colorectal cancer has occurred by the development of agents 
targeting key regulatory molecules involved in this process, specifically 
vascular endothelial growth factor (VEGF) . These angiogenesis inhibitors, 
include bevacizumab (Avastin, Genentech, Inc, South San Francisco, CA) , 
which binds free VEGF. Recently, a phase III, multicenter, double-blind, 
randomized, placebo-controlled trial was designed to determine whether or 
not the addition of bevacizumab to first-line irinotecan, 
5-f luorouracil, and leucovorin 

chemotherapy was completed in patients with metastatic colorectal 
cancer. The trial showed a higher response rate, longer time to tumor 
progression, and prolonged overall survival in patients with metastatic 
colorectal cancer. Of note, this was the first large, randomized, phase 
III study to show the importance of targeting VEGF and tumor angiogenesis 
for the treatment of human cancer. Other potential targets of 
angiogenesis, such as the VEGF receptor and multi- targeted agents, are 
undergoing evaluation in clinical trials. .COPYRGT. 2004 Elsevier Inc. 
All rights reserved. 
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Angiogenesis is crucial for tumour growth and the formation of metastases. 
Various classes of angiogenesis inhibitors that are each able to inhibit 
one of the various steps of this complex process can be distinguished. 
Results from clinical studies with these agents are summarised. In 
general, it has been shown that most angiogenesis inhibitors can be safely 
administered, but that tumour regressions are rare. Combining 
angiogenesis inhibitors with cytotoxic chemotherapy can enhance 
anticancer activity. Recently, some promising data with regard to 
clinical efficacy have been presented. While performing clinical studies 
with angiogenesis inhibitors, defining biological activity is crucial, but 
thus far no validated techniques are available. It is conceivable that in 
the near future various classes of angiogenesis inhibitors will be 
combined in an attempt to further improve antiangiogenic and anticancer 
activity. .COPYRGT. 2 004 Cancer Research UK. 



ACCESSION NUMBER: 
TITLE : 

AUTHOR : 

CORPORATE SOURCE: 



SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



L2 6 ANSWER 72 OF 73 
reserved on STN 
ACCESSION NUMBER: 
TITLE : 



EMBASE COPYRIGHT (c) 2005 Elsevier B.V. All rights 



AUTHOR : 

CORPORATE SOURCE: 



SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
SUMMARY LANGUAGE: 
ENTRY DATE: 



2004301745 EMBASE 

[Designer-drugs in tumor treatment] . 
DESIGNERMEDIKAMENTE IN DER TUMORTHERAP I E . 
Beck C. ; Kneba M. 

Dr. M. Kneba, II. Medizinishe Klin, und Poliklinik, 
Univ. -Klinikum Schleswig-Holstein, Campus Kiel, 
Chemnitzstrasse 33, 24116 Kiel, Germany. 
sekretariat@med2 .uni-kiel .de 

Internist, (2004) Vol. 45, No. SUPPL. 1, pp. S38-S47. 
Refs: 71 

ISSN: 0020-9554 CODEN: INTEAG 
Germany 

Journal; General Review 

016 Cancer 

03 0 Pharmacology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
German 

English; German 
Entered STN: 20040805 



Prepared by: Mary Hale ©2-2507 Rem Bldg 1D86 



Page 54 



Last Updated on STN : 20040805 
AB Targeted approaches to treat malignant diseases in hematology and oncology 
based on the molecular basis of the disease represent a major breakthrough 
in modern medicine. Knowledge acquired in basic sciences such as 
functional understanding of products generated by chromosomal 
translocations, definition of surface molecules or molecular requirements 
of tumor-cell survival allow to specifically aim at the cause of or at a 
requirement for malignancy. This is in sharp contrast to conventional 
chemotherapy which mainly influences the ubiquitous pathways of 
nucleic acid metabolism and cell division. In addition to superior 
efficacy of these approaches one should - on the long run - expect a 
superior profile of side effects compared to standard regimens. These 
"designer-approaches" are mainly based on small molecules or monoclonal 
antibodies. Out of the broad spectrum of current concepts we would like 
to summarize some of the strategies that have already found their way from 
bench to bedside. 
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The purpose of this study was to evaluate the activity of the indolinone 
kinase inhibitor SU11248 against the receptor tyrosine kinase KIT in vitro 
and in vivo, examine the role of KIT in small cell lung cancer (SCLC) , and 
anticipate clinical utility of SU11248 in SCLC. SU11248 is an oral, 
multitargeted tyrosine kinase inhibitor with direct antitumor and 
antiangiogenic activity through targeting platelet -derived growth factor 
receptor (PDGFR) , vascular endothelial growth factor receptor, KIT, and 
FLT3 receptors. Treatment of the KIT-expressing SCLC-derived NCI-H526 
cell line in vitro with SU11248 resulted in dose -dependent inhibition of 
stem cell factor-stimulated KIT phosphotyrosine levels and proliferation. 
The biological significance of KIT inhibition was evaluated in vivo by 
treating mice bearing s.c. NCI-H526 tumors with SU11248 or another 
structurally unrelated KIT inhibitor, STI571 (Gleevec) , which is also 
known to inhibit Bcr-Abl and PDGFRbeta. SU1124 8 treatment resulted in 
significant tumor growth inhibition, whereas inhibition from STI571 
treatment was less dramatic. Both compounds reduced phospho-KIT levels in 
NCI-H526 tumors, with a greater reduction by SU11248, correlating with 
efficacy. Likewise, phospho- PDGFRbeta levels contributed by tumor stroma 
and with known involvement in angiogenesis were strongly inhibited by 
SU11248 and less so by STI571. Because platinum-based 
chemotherapy is part of the standard of care for SCLC, SU1124 8 was 
combined with cisplatin, and significant tumor growth delay was 
measured compared with either agent alone. These results expand the 
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profile of SU11248 as a KIT signaling inhibitor and suggest that SU11248 
may have clinical potential in the treatment of SCLC via direct antitumor 
activity mediated via KIT as well as tumor angiogenesis via vascular 
endothelial growth factor receptor FLKl/KDR and PDGFRbeta. 
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AB The invention relates to a method of treating cancer by administering a 

combination of an indolinone compound with another chemotherapeutic agent. 
The combination of an indolinone compound I (R = H, OH, alkyl, aryl, 
cycloalkyl, heteroaryl, alkoxy, heterocycle, amino; Rl = alkyl, halo, 
alkoxy, etc.; R2 = alkyl, aryl, heteroaryl, etc.; R5 = H, alkyl, aryl, 
haloalkyl, cycloalkyl, etc.; X=0, S; p=0, 1, 2, 3; q=0, 1, 2; Z = 
OH, -O-alkyl, -NR3R4; R3 , R4 = H, alkyl, aryl, heteroaryl, cycloalkyl, 
heterocycle, or together with N form a ring) with another chemotherapeutic 
agent provides an enhanced effect in treating cancer patients. Mice 
implanted with MX-1 human breast carcinoma fragments were treated with 
docetaxel and 5 - (5-f luoro-2 -oxo-1 , 2 -dihydroindol-3-ylidenemethyl) -2,4- 
dimethyl-lH-pyrrole-3 -carboxylic acid (2 -diethylaminoethyl) amide (preparation 
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SU11248 is an oral multitargeted tyrosine kinase inhibitor with antitumor 
and antiangiogenic activities through targeting platelet-derived growth 
factor receptor, vascular endothelial growth factor receptor, KIT, and 
FLT3 , the first three of which are expressed in human breast cancer and/or 
its supporting tissues. The purpose of the present studies was to 
demonstrate the potent anticancer activity of SU11248 alone or in 
combination with conventional cytotoxic agents against several distinct 
preclinical models of breast cancer. SU1124 8 was administered as a 
monotherapy to (1) mouse mammary tumor virus-v-Ha-ras mice and 
7 , 12 -dimethylbenz (a) anthracene- treated rats bearing mammary tumors and (2) 
mice bearing human breast cancer xenografts of s.c. MX-1 tumors and 
osseous metastasis of a MDA-MB-435 -derived cell line (435/HAL-Luc) . 
SU11248 was also administered in combination with docetaxel both in 
xenograft models and in combination with 5 -f luorouracil and doxorubicin in 
the MX-1 model. SU1124 8 treatment potently regressed growth of mammary 
cancers in mouse mammary tumor virus-v-Ha-ras transgenic mice (82% 
regression) and 7 , 12 -dimethylbenz (a) anthracene- induced mammary tumors in 
rats (99% regression at the highest dose; P < 0.05 for both). This agent 
also inhibited MX-1 tumor growth by 52%, with markedly enhanced anticancer 
effects when administered in combination with docetaxel, 5 -f luorouracil , 
or doxorubicin compared with either agent alone (P < 0.05) . SU11248 
treatment in combination with docetaxel effectively prolonged survival of 
mice, with 435/HAL-Luc cancer xenografts established in bone compared with 
either agent alone (P < 0.05). These results demonstrate that SU11248 is 
effective in preclinical breast cancer models and suggest that it may be 
useful in the treatment of breast cancer in the clinic. 
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The aim of the study was to investigate inhibitory effects of the receptor 
tyrosine kinase (RTK) inhibitor SU11248 against CSF-1R and osteoclast (OC) 
formation. We developed an in vivo model of breast cancer metastasis to 
evaluate efficacy of SU11248 against tumor growth and tumor-induced 
osteolysis in bone. The in vitro effects of SU11248 on CSF-1R 
phosphorylation, OC formation and function were evaluated. Effects on 
435/HAL-Luc tumor growth in bone were monitored by in vivo bioluminescence 
imaging (BLI) , and inhibition of osteolysis was evaluated by measurement 
of serum pyridinoline (PYD) concentration and histology. Phosphorylation 
of the receptor for M-CSF (CSF-1R) expressed by NIH3T3 cells was inhibited 
by SU11248 with an IC50 of 50-100 nM, consistent with CSF-1R belonging to 
the class III split kinase domain RTK family. The early M-CSF-dependent 
phase of in vitro murine OC development and function were inhibited by 
SU11248 at 10-100 nM. In vivo inhibition of osteolysis was confirmed by 
significant lowering of serum PYD levels following SU11248 treatment of 
tumor-bearing mice (P = 0.047). Using BLI, SU11248 treatment at 40 
mg/kg/day for 21 days showed 64% inhibition of tumor growth in bone (P = 
0.006), and at 80 mg/kg/day showed 89% inhibition (P = 0.001). 
Collectively, these data suggest that SU11248 may be an effective and 
tolerated therapy to inhibit growth of breast cancer bone metastases, with 
the additional advantage of inhibiting tumor-associated osteolysis. 
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The purpose of this study was to evaluate the activity of the indolinone 
kinase inhibitor SU1124 8 against the receptor tyrosine kinase KIT in vitro 
and in vivo, examine the role of KIT in small cell lung cancer (SCLC) , and- 
anticipate clinical utility of SU11248 in SCLC. SU11248 is an oral, 
multitargeted tyrosine kinase inhibitor with direct antitumor and 
antiangiogenic activity through targeting platelet-derived growth factor 
receptor (PDGFR) , vascular endothelial growth factor receptor, KIT, and 
FLT3 receptors. Treatment of the KIT-expressing SCLC-derived NCI-H526 
cell line in vitro with SU11248 resulted in dose -dependent inhibition of 
stem cell factor-stimulated KIT phosphotyrosine levels and proliferation. 
The biological significance of KIT inhibition was evaluated in vivo by 
treating mice bearing s.c. NCI-H526 tumors with SU11248 or another 
structurally unrelated KIT inhibitor, STI571 (Gleevec) , which is also 
known to inhibit Bcr-Abl and PDGFRbeta. SU11248 treatment resulted in 
significant tumor growth inhibition, whereas inhibition from STI571 
treatment was less dramatic. Both compounds reduced phospho-KIT levels in 
NCI-H526 tumors, with a greater reduction by SU11248, correlating with 
efficacy. Likewise, phospho- PDGFRbeta levels contributed by tumor stroma 
and with known involvement in angiogenesis were strongly inhibited by 
SU11248 and less so by STI571. Because platinum-based chemotherapy is 
part of the standard of care for SCLC, SU1124 8 was combined with 
cisplatin, and significant tumor growth delay was measured compared with 
either agent alone. These results expand the profile of SU11248 as a KIT 
signaling inhibitor and suggest that SU11248 may have clinical potential 
in the treatment of SCLC via direct antitumor activity mediated via KIT as 
well as tumor angiogenesis via vascular endothelial growth factor receptor 
FLK1/KDR and PDGFRbeta. 
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SOURCE: Blood, (November 16 2002) Vol. 100, No. 11, pp. Abstract 
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Meeting Info. : 44th Annual Meeting of the American Society 
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Conference; Abstract; (Meeting Abstract) 
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Last Updated on STN: 23 Jul 2003 

AB The Flt3 receptor tyrosine kinase is a candidate for targeted molecular 

therapy in AML. Activating internal tandem duplication (ITD) mutations in 
the Flt3 juxtamembrane domain have been identified in blasts from 25-30% 
of AML patients, and are an independent negative prognostic factor for 
survival. SU11248 is a recently described small molecule inhibitor with 
specificity for split -kinase RTKs , including VEGFR2 (Flk-1/ KDR) , PDGFR 
and c-kit. We show that SU11248 also has potent activity against wild 
type FLT3 (FLT3-WT) and FLT3-ITD. Accordingly, SU11248 inhibited 
FLT3 -driven phosphorylation and induced apoptosis in MV4;11 (Flt3-ITD) and 
OC1-AML5 (Flt3-WT) leukemia cell lines. In addition, we report the novel 
finding that Flt3 signaling induces VEGF production, an inducer of 
angiogenesis , which is inhibited by SU1124 8 at nanomolar concentrations in 
vitro. In vivo SU1124 8 regressed FLT3-ITD tumors in a subcutaneous (SC) 
tumor xenograft model in a dose -dependent manner, with full regression at 
20 mg/kg/day. Pharmacokinetic and pharmacodynamic (PK/PD) analysis showed 
that a single 20 mg/kg dose potently inhibits FLT3-ITD phosphorylation for 
up to 16 hours, and a plasma concentration of apprx30 ng/ml correlates 
with robust inhibition. To investigate activity in a leukemia-like 
disease, a bone marrow engraftment model was developed in cyclophosphamide 
treated mice, where inoculation of MV4;11 cells results in hind limb 
paralysis within 40-50 days. Daily administration of SU11248 prolonged 
paralysis-free survival in a dose-dependent manner, with full efficacy at 
20 mg/kg. This correlated with decreased numbers of human cells in bone 
marrow by IHC and FACS analysis and decreased levels of human VEGF in 
plasma. These results predict that SU11248, which targets both 
angiogenesis and Flt3 -driven proliferation is a promising candidate for 
FLT3-targeted therapy. SU11248 is currently in AML clinical trials. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Disclosed is a method for treating excessive osteolysis in a patient, 

comprising administering to said patient an effective amount of a compound of 
formula (I) [wherein R = H, OH, alkyl, aryl , cycloalkyl, heteroaryl, 
alkoxy, heterocyclyl , amino; Rl = alkyl, halo, aryl, alkoxy, haloalkyl, 
haloalkoxy, cycloalkyl, heteroaryl, heterocyclyl, HO, C0R8, NR9R10, 
NR9COR12, CONR9R10; R2 = alkyl, aryl, heteroaryl, COR8, S02R''; (wherein 
R" = alkyl, aryl, heteroaryl, NR9R10, alkoxy); R5 = H, alkyl, aryl, 
haloalkyl, cycloalkyl, heteroaryl, heterocyclyl, HO, COR8, (CHR)rRll; X = 
O, S; p, r = 0-3; q = 0-2; wherein R8 = OH, alkyl, aryl, heteroaryl, 
alkoxy, cycloalkyl, heterocyclyl; R9, R10 = H, alkyl, aryl, aminoalkyl, 
heteroaryl, cycloalkyl, heterocyclyl; or NR9R10 together forms a ring 
consisting of the ring atoms selected from the group consisting of C, N, 
O, and S; Rll = OH, NH2 , mono- or disubstituted amino, alkyl, aryl, 
heteroaryl, alkoxy, cycloalkyl, heterocyclyl; R12 = alkyl, aryl, 
heteroaryl, alkoxy, cycloalkyl, heterocyclyl; Z = OH, O-alkyl, NR3R4; 
wherein R3 , R4 = H, alkyl, aryl, heteroaryl, cycloalkyl, heterocyclyl; or 
NR3R4 forms a ring consisting of the ring atoms selected from the group 
consisting of CH2 , N, 0, and S, or Ql; wherein Y = CH2 , O, N, S; Q = C, N; 
n = 0-4; m = 0-3] or salts thereof. These compds . are useful for treating 
excessive osteolysis, by inhibiting M-CSF mediated osteoclast development. 
They are useful for inhibiting phosphorylation of colony- stimulating 
factor-1 receptor (CSF1R) , and for treating cancers that express 
CSF1R. Thus, in a study on bone metastasis of cancer, 
5- (5-Fluoro-2-oxo-l, 2 -dihydroindol -3 -ylidenemethyl ) -2,4 -dimethyl- 1H- 
pyrrole-3-carboxylic acid (2-diethylaminoethyl) amide (II) at 80 or 40 
mg/kg per day for 21 days inhibited the growth of 435/HAL-luc breast 
cancer cells in bone by 89% in mice in 41 days after inoculation 
with cancer cells. Formulations, e.g. hard gelatin capsule 
containing II, were described. 

IT 356068-94-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of indolinone compds. for treatment of excessive osteolysis, 
inhibiting phosphorylation of colony-stimulating factor-1 receptor 
(CSF1R) , and treating cancers that express CSF1R) 
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RN 356068-94-5 CAPLUS 

CN lH-Pyrrole-3-carboxamide, 5- [ (Z) - (5-f luoro-1, 2 -dihydro-2 -oxo-3H-indol -3 - 

ylidene) methyl] -2 , 4 -dimethyl -N- [2- ( 1 -pyrrol idinyl) ethyl] - (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 
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Proof of target for SU11654 : inhibition of KIT 
phosphorylation in canine mast cell tumors 
Pryer 7 Nancy K. ; Lee, Leslie B.; 

Zadovaskaya, Regina; Yu, Xiaoming; Sukbuntherng, 
Juthamas; Cherrington, Julie M.; London, Cheryl A. 
SUGEN,Inc, South San Francisco, CA, USA 
Clinical Cancer Research (2003), 9(15), 5729-5734 
CODEN: CCREF4; ISSN: 1078-0432 
American Association for Cancer Research 
Journal 
English 

The purpose of this study was to evaluate the effect of the receptor 
tyrosine kinase inhibitor SU11654 on the activity of its mol . target KIT 
in canine mast cell tumors (MCT) and correlate target inhibition 
with mutational status of the c-kit juxtamembrane domain and SU11654 
plasma concentration Tumor biopsies were obtained from dogs with 
advanced MCTs before and 8 h after administration of a single oral dose of 
SU11654, previously shown to be active in dogs with MCTs. Blood samples 
were taken to determine the plasma concentration of SU11654 . Levels of 
phosphorylated 

KIT and ERKl/2 were assessed in tumor biopsies by Western blot. 

Tumors were analyzed by PCR for the presence or absence of an 

internal tandem duplication (ITD) in the juxtamembrane domain of c-kit. 

Fourteen dogs with advanced MCTs were enrolled in the study; 11 of these 

were evaluable for KIT target modulation (the remaining tumor 

specimens had inevaluable amts. of total KIT protein). Of these, eight 

MCTs showed reduced levels of phosphorylated KIT relative to total KIT 

after treatment with SU11654, compared with pretreatment biopsies. All 

four evaluable MCTs expressing ITD mutant c-kit showed modulation of KIT 

phosphorylation, as did four of seven tumors expressing non-ITD 

c-kit. Phosphorylated ERKl/2 was modulated in seven tumors; 

this did not correlate with inhibition of KIT phosphorylation. SU11654 

treatment at the efficacious dose results in inhibition of KIT 
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phosphorylation in canine MCTs . 
IT 356068-94-5, SU11654 

RL: DMA (Drug mechanism of action) ; PAC (Pharmacological activity) ; PKT 

(Pharmacokinetics) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 

(Uses) 

(SU11654 effect on activity of mol . target KIT in canine mast cell 
tumors) 
RN 356068-94-5 CAPLUS 

CN lH-Pyrrole-3-carboxamide, 5- [ (Z) - (5-f luoro-1, 2-dihydro-2-oxo-3H-indol-3 - 

ylidene) methyl] -2 , 4 -dimethyl-N- [2- ( 1 -pyrrol idinyl) ethyl] - (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 
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SU11248 is a novel FLT3 tyrosine kinase inhibitor with 
potent activity in vitro and in vivo. 

O'Farrell, Anne-Marie [Reprint Author]/ Abrams, Tinya 
J.; Yuen, Helene A.; Ngai, Theresa J.; Louie, 
Sharianne G.; Yee, Kevin W. H.; Wong, Lily M.; Hong, Weiru; 
Lee, Leslie B.; Town, Ajia; Smolich, Beverly D.; Manning, 
William C; Murray, Lesley J.; Heinrich, Michael 
C. ; Cherrington, Julie M. 

SUGEN, 230 E Grand Ave, South San Francisco, CA, 94080, USA 
marie-of arrell@sugen. com 

Blood, (Mayl 2003) Vol. 101, No. 9, pp. 3597-3605. print. 
CODEN: BLOOAW. ISSN: 0006-4971. 
Article 
English 

Entered STN: 21 May 2 003 
Last Updated on STN: 21 May 2003 
FLT3 (fms-related tyrosine kinase/Flk2/Stk-2 ) is a receptor tyrosine 
kinase (RTK) primarily expressed on hematopoietic cells. In blasts from 
acute myelogenous leukemia (AML) patients, 2 classes of FLT3 activating 
mutations have been identified: internal tandem duplication (ITD) 
mutations in the juxtamembrane domain (25%-30% of patients) and point 
mutations in the kinase domain activation loop (7%-8% of patients) . 
FLT3-ITD mutations are the most common molecular defect identified in AML 
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and have been shown to be an independent prognostic factor for decreased 
survival. FLT3-ITD is therefore an attractive molecular target for 
therapy. SU11248 is a recently described selective inhibitor With 
selectivity for split kinase domain RTKs, including platelet-derived 
growth factor receptors, vascular endothelial growth factor receptors, and 
KIT . We show that SU11248 also has potent activity against wild-type FLT3 
(FLT3-WT) , FLT3-ITD, and FLT3 activation loop (FLT3 -Asp835 ) mutants in 
phosphorylation assays. SU11248 inhibits FLT3 -driven phosphorylation and 
induces apoptosis in vitro. In addition, SU11248 inhibits FLT3 -induced 
VEGF production. The in vivo efficacy of SU11248 was investigated in 2 
FLT3-ITD models: a subcutaneous tumor xenograft model and a bone 
marrow engraftment model. We show that SU11248 (20 mg/kg/d) dramatically 
regresses FLT3-ITD tumors in the subcutaneous tumor 

xenograft model and prolongs survival in the bone marrow engraftment 
model. Pharmacokinetic and pharmacodynamic analysis in subcutaneous 
tumors showed that a single administration of an efficacious drug 
dose potently inhibits FLT3-ITD phosphorylation for up to 16 hours 
following a single dose. These results suggest that further exploration 
of SU11248 activity in AML patients is warranted. 
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TITLE: In Vivo Antitumor Activity of SU1124 8, a Novel 

Tyrosine Kinase Inhibitor Targeting Vascular 
Endothelial Growth Factor and Platelet-derived Growth 
Factor Receptors : Determination of a 
Pharmacokinetic /Pharmacodynamic Relationship 
Mendel, Dirk B./ Laird, A. Douglas; Xin, Xiaohua; 
Louie, Sharianne G.; Christensen, James G.; Li, 
Guangmin; Schreck, Randall E . ; Abrams, Tinya 
J.; Ngai, Theresa J.; Lee, Leslie B.; 
Murray, Lesley J.; Carver, Jeremy; Chan, 
Emily; Moss, Katherine G. ; Haznedar, Joshua O.; 
Sukbuntherng, Juthamas; Blake, Robert A.; Sun, Li; 
Tang, Cho; Miller, Todd; Shirazian, Sheri; McMahon, 
Gerald; Cherrington, Julie M. 

Preclinical Research and Exploratory Development, 
SUGEN, Inc., South San Francisco, CA, 94080, USA 
Clinical Cancer Research (2003), 9(1), 327-337 
CODEN: CCREF4; ISSN: 1078-0432 
American Association for Cancer Research 
Journal 
English 

One challenging aspect in the clin. development of molecularly targeted 
therapies, which represent a new and promising approach to treating 
cancers, has been the identification of a biol . active dose rather 
than a maximum tolerated dose. The goal of the present study was to identify 
a pharmacokinetic/pharmacodynamic relationship in preclin. models that 
could be used to help guide selection of a clin. dose. SU11248, a novel 
small mol. receptor tyrosine kinase inhibitor with direct antitumor as 
well as antiangiogenic activity via targeting the vascular endothelial 
growth factor (VEGF) , platelet-derived growth factor (PDGF) , KIT, and FLT3 
receptor tyrosine kinases, was used as the Pharmacol, agent in these 
studies. In mouse xenograft models, SU1124 8 exhibited broad and potent 
antitumor activity causing regression, growth arrest, or substantially 
reduced growth of various established xenografts derived from human or rat 
tumor cell lines. To predict the target SU11248 exposure required 
to achieve antitumor activity in mouse xenograft models, we directly 
measured target phosphorylation in tumor xenografts before and 
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after SU11248 treatment and correlated this with plasma inhibitor levels. 
In target modulation studies in vivo, SU1124 8 selectively inhibited 
Flk-l/KDR (VEGF receptor 2) and PDGF receptor 0 phosphorylation (in a 
time- and dose-dependent manner) when plasma concns . of inhibitor reached 
or exceeded 50-100 ng/mL. Similar results were obtained in a functional 
assay of VEGF-induced vascular permeability in vivo. Constant inhibition of 
VEGFR2 and PDGF receptor p phosphorylation was not required for 
efficacy; at highly efficacious doses, inhibition was sustained for 12 h 
of a 24 -h dosing interval. The pharmacokinetic/pharmacodynamic 
relationship established for SU11248 in these preclin. studies has aided 
in the design, selection, and evaluation of dosing regimens being tested 
in human trials. 

IT 557795-19-4, SU11248 

RL: DMA (Drug mechanism of action); PKT (Pharmacokinetics); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(in vivo antitumor activity of SU11248, a novel tyrosine kinase 
inhibitor targeting vascular endothelial growth factor and 
platelet-derived growth factor receptors: determination of a 
pharmacokinetic /pharmacodynamic relationship) 

RN 557795-19-4 CAPLUS 

CN lH-Pyrrole-3-carboxamide, N- [2- (diethylamino) ethyl] -5- [ (Z) - (5-f luoro-1, 2- 
dihydro-2-oxo-3H-indol-3-ylidene) methyl] -2 , 4 -dimethyl - (9CI) (CA INDEX 
NAME)* 

Double bond geometry as shown. 
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L2 7 56 FILE MEDLINE 

L28 111 FILE BIOSIS 

L2 9 50 FILE EMBASE 

L3 0 44 FILE CAPLUS 

TOTAL FOR ALL FILES 
L31 261 S ABRAMS T?/AU 

L32 695 FILE MEDLINE 

L33 848 FILE BIOSIS 

L34 560 FILE EMBASE 

L35 3 76 FILE CAPLUS 

TOTAL FOR ALL FILES 
L36 2479 S MURRAY L?/AU 

L37 16 FILE MEDLINE 

L38 31 FILE BIOSIS 

L3 9 12 FILE EMBASE 

L4 0 18 FILE CAPLUS 

TOTAL FOR ALL FILES 
L41 77 S PRYER N?/AU OR DRYER N?/AU 
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L42 3 FILE MEDLINE 

L43 5 FILE BIOSIS 

L44 1 FILE EMBASE 

L4 5 4 FILE CAPLUS 

TOTAL FOR ALL FILES 
L46 13 S L31 AND L36 AND L41 

L47 6 DUP REM L4 6 (7 DUPLICATES REMOVED) 

L48 1753794 FILE MEDLINE 

L49 1285565 FILE BIOSIS 

L50 1230869 FILE EMBASE 

L51 667 955 FILE CAPLUS 

TOTAL FOR ALL FILES 
L52 4938183 S CANCER OR NEOPLASM OR TUMOUR OR TUMOR OR MELANOMA 

L53 0 FILE MEDLINE 

L54 40 FILE BIOSIS 

L55 23 6 FILE EMBASE 

L56 70 FILE CAPLUS 

TOTAL FOR ALL FILES 
L57 346 S L9 AND L52 

L5 8 0 FILE MEDLINE 

L59 7 FILE BIOSIS 

L6 0 1 FILE EMBASE 

L61 8 FILE CAPLUS 

TOTAL FOR ALL FILES 
L62 16 S L57 AND (L31 OR L36 OR L41) 

L63 0 FILE MEDLINE 

L64 2 FILE BIOSIS 

L65 0 FILE EMBASE 

L66 4 FILE CAPLUS 

TOTAL FOR ALL FILES 
L67 6 S L62 NOT (L25 OR L46) 

L68 5 DUP REM L67 (1 DUPLICATE REMOVED) 



=> d 14 que stat 
L3 STR 



@10 c ^ C % c @12 



14 C^ 



-N 



13 



G1=C— N— G2— G3 O— Ak 

17 @18 19 20 21 @22 23 



N @24 



15 C 



5 



-N 



VAR G1=0/S 

REP G2=(0-3) CH 
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VAR G3=OH/22/24 
VPA 18-12/11/10 U 
NODE ATTRIBUTES: 
NSPEC IS RC 



AT 24 



DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 24 

STEREO ATTRIBUTES: NONE 

L4 642 SEA FILE=REGISTRY SSS FUL L3 

100.0% PROCESSED 2849 ITERATIONS 642 ANSWERS 

SEARCH TIME: 00.00.01 



=> log y 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
296.62 



TOTAL 
SESSION 
543 .70 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
-10.95 



TOTAL 
SESSION 
-10 .95 



CA SUBSCRIBER PRICE 



STN INTERNATIONAL LOGOFF AT 15:29:32 ON 09 DEC 2005 
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